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APLLE Stai

> Glenn Byrd, MBA, RAC - Chief
»> Nancy Chamberlin, Pharm.D.
> Maryann Gallagher

> Yongkai Weng, Ph.D.

> Open staff position
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APLBE Enfiorcement EY-04:

> Untitled Letters — seven (7) issued

ad Comvax — Merck (12/03)

d Theracys — Aventis Pasteur (1/04)

O ReFacto — Wyeth Pharmaceuticals (2/04)
O Imogam/Imovax — Aventis Pasteur (2/04)
a Typhim Vi — Aventis Pasteur (4/04)

a Vivotif — Berna Biotech (6/04)

d Helixate FS — Bayer HealthCare (8/04)
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APLB Enfiorcement EY-04:

» Warning Letters — five (5) issued since May ‘04
0 Polygam S/D - Baxter Healthcare (5/04)
O Advate - Baxter Healthcare (5/04)
0 Crosseal - Omrix biopharmaceuticals (5/04)
U Engerix-B, Havrix, Twinrix — GlaxoSmithKline Biologics (7/04)
0 NovoSeven — Novo Nordisk Pharmaceuticals (8/04)

» All CBER Enforcement letters are posted at:
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Summary of Recommendations for Adult Immunization
Adapted from: Advisory Committee on Immunization Practices (ACIP) and Immunization Action Coalition (Item #P2011) Vaccine

NAME AND ROUTE

For whom It Is recommended

Schedule for routine and “calch-up™ administration

Contraindications (mild lliness is not a contraindication)

Influenza

Inactivated influenza
vaccine (1IV)

Give IM

Live attenuated influenza
vaccine (LAIV)

Give intranasally

* All adults who ars 50yrs of age or older.

* People Bm~-50yrs of age with medical problems (e.g., heart disease,
lung diseass, diabetes, renal dystunction, hemoglobinopathies,
Immunasuppression) and/or people iving In chronic care facilities.
mcmumammmmnﬂkm

Pregnant women wha have undertying medical conditions should be
wmmmmmammu
pregnancy.

+ Healthy pregnant woman who will be in their 2nd or 3rd trimestars
during influenza season.

* All healthcare workers and those who provide gssential community
services. '

* Travalars who go to areas whers influenza activity exisis or who may
be among people from areas of the world where there is current
Influenza activity {e.9., on organized tours),
mmhmumﬁmmmm

* Given every year.
mmmumumwmmmum
flu shot to maximize protection,

* Influenza vaccing may be ghven at any time during the influenza season
(typically December through March) or at other times when the risk of
influenza exists.

* Previous anaphylactic reaction to this vaccine, to any of its
components, of 10 e9Qs.

* Moderate or severe acute iliness.

+ Do not give live attenuated influenza vaccine (LAIV) 1o persons
>50 years of age, pregnant women, or 10 persons who have: asthma,
WMMUMMMMMMW

Systems; an
mmmummwm and
a known or immune
Mewmommwhmmhwmm
of Guillain-Barré syndrome.
Mote: Use of inactivated influenza vactine (IIV) is preferred for persons
in close contact with immunosuppressed persons.

Pneumococcal
polysaccharide
(PPV23)

Give IM or SC

* Adults who are B5yrs of age or older.

* People 2-84yrs of age who have chronic illness or other risk factors,
Including chronic cardiac or pulmonary dissases, chronic fiver
dissase, alcoholism, diabetes mellitus, CSF lsaks, candidate for or
reciplent of cochlear implant, as well as people living in spacial
environments or social settings (including Alaska Natives and certain

* Routinely given as a one-time dose; administer if previcus
vaccination history ks unknown,

* One-time revaccination is recommended Syrs later for people at
highest risk of fatal pneumococcal Infection or rapid antibody loss
(e. §., renal diseass) and for people >85yrs of age If the 15t dose
mmmwmummmmmm

* Previous anaphylactic reaction to this vaccine or to any of its

-m«lmmmmn.
Note: Pregnancy and teedi
of this vaceine.

are not 1o the use

Hepatitis B

(Hep B)
Give IM

* High-risk adults, including household contacts and sex pariners of
HBsAg-positive persons; users of illicit injectable drugs; heterosexuals
with more than one sex partner in 6 months: men who have sax with
men; people with recently diagnosed STDs; prostitutes; patients receiving|
hemodialysis and patients with renal disease that may resuft in dialysis;
recipients of certain blood products; healthcars workers and public sate-
ty workers who are exposed to blood; clients and staff of institutions for
the developmentally disabled; inmates of long-term comectional facilities;
and certain interational travelers.

MNote: Prior serologic testing may be recommendad depending on the
specific level of risk and/or likelihood of previous exposure, Note: In
1997, the NIH Censensus Conference, a panel of national
experts, mcommended that hepatitis B vaccination be given to all
anti-HCV positive

* Three doses are needed on a 0, 1, Bm schedule.
= See full prescribing information for aernate schedules and dosing
in special populations,such as dialysis patients.

persons.

Ed. note: Provide serologic screening for immigrants from endemic areas.
When HBsAg-positive persons are identified, offer appropriats diseass
management. In addition, screen their sex partners and housshold
members and, if found susceptible, vaccinats.

+ People who travel outside of the LS. {except for Westarn Eurgpe,
New Zealand, Australia, Canada, and Japan),

* People with chronic liver dissasa, including people with hepatitis C;
peaple with hepatitis B who have chronic iver diseass; Iicit drug
users; men who have sex with men; peopls with clotting-factor

For Twinrix® [Hepatitis A Inactivated & Hepatitis B (Recombinant)
Vaccine] three doses are needed on a 0, 1, Bm scheduls.

* Previous anaphylactic reaction to this vaccine or 1o any of its
components.

* Moderate or severe acute iliness.

Note: Pregnancy Category C. This vaccine should be given to a
pregnant woman only when clearly needed. Caution should be exer-
cised when j g hepatitis & 10 a nursing woman.

disorders; peoples who work with hepatitis A virus in experimental lab
st{mmmdwmmnu]mMMnm
health authorities or private smploy to be

cost effctive,

MNote: Prevaccination testing is likely to be cost effactive for persons

>40yrs of age as well as for younger persons in cartaln groups with

2 high prevalance of hepatitis A virus infection.

= Two doses are needed.
* The minimum interval batween dose #1 and #2 Is Bm.
 If dose #2 is delayed, do not repeat dose #1. Just give dose #2

+ Previous anaphylactic reaction to this vaccing or 10 any of its
compongnts.

+ Moderate or severe acute illness.

+ Safety during pregnancy has not been d
be weighed against potential risk.
Note:Pregnancy Category C. This vaccine should b given to a pregnant
vmman urly ‘when clearly needed. Caution should be exercised when

hepatitis B vaccinati mnrmnmnmmm

d, so benefits must




Things your hematologist
will consider when
planning treatment

The type of inhibitor you have will
make a difference in your treatment.
If you have a low-responding inhibitor,
you may continue receiving the same
treatment as before the inhibitor
developed. Or, you may need more
than the usual amount of factor Viii
or factor IX to override the inhibitor
and control your bleeding.'

If you have a high-responding inhibitor, your
treatment will likely be more complicated.
Your bleeding may be treated with a bypassing
product, or a therapy called immune tolerance
therapy (ITT) may be used to get rid of

the inhibitor.'

Bypassing products work with platelets and
other clotting factors (skipping some of the
normal steps where factor VIl and factor IX
are needed) to make a blood clot and stop
the bleeding, even when there isn‘t enough
factor VI or factor IX in your blood.'

Because every person with inhibitors is different,
it is important to talk with your HTC staff about
the possible treatments that are right for you.

What bypassing agents are available?

There are several different types of treatments
that your HTC staff may discuss with you:

* NovoSeven® (Recombinant factor Vila)
— Contains activated factor VI, one of the
clotting factors in plasma
— Can be used with all types of inhibitors
— Is made from recombinant technology
that does not use human plasma

— Does not contain factor VIll or factor IX,
so the inhibitor is less likely to keep rising

* Prothrombin complex concentrates (PCCs)'
— Are made from human blood products
— Contain factor Il (two), factor VIl (seven),

factor IX (nine), and factor X (ten)

* Activated prothrombin complex
concentrates (APCCs)'
— Are made from human blood products
— Contain activated factor 11, factor VII,
factor IX, and factor X

= Porcine factor Vil

— Is made from the blood of pigs*

— Helps stop bleeding in people with
factor VIIl inhibitors, because the pig
factor VIl is not attacked as often by
inhibitors to human factor ViIP®

— May cause a rise in inhibitors to pig
andfor human factor®

— Has a high risk of allergic reactions*®

Talk to your HTC to understand
the treatment plan that’s been
designed just for you




For the

hemophilia A or B patients with inhi,

NovoSeven®:
Clinical advantages with early treatment

3 NovoSeven® studies of treatment
for intramuscular bleeds'?

EARLY TREATMENT

DELAYED TREATMENT

92% 13.6
efficacy doses

72% 62%
efficacy efficacy

ng/kqg, o] 4]
1.1 hours 9 hours

Mean time between onsat of bleeding and NovoSeven® treatment

* NovoSeven® used as salvage therapy.

Three separate studies analyzed a total of 245 peripheral intramuscular bleeding episodes.
Time from onset of bleed until first treatment, dosage, number of doses, and responses
were recorded for each study. Enrolled subjects had hemophilia A or B with inhibitors
(several patients in the late treatment study had acquired inhibitors; several patients in
the early treatment study [treatment after 9 hours] had hemophilia without inhibitors).

“...data suggest that in >90% of cases...
early administration of rFVila achieves « Early administration of coagulation
haemostasis after 1 to 3 injections. In more factor in patients with bleeding episodes
than 90% of responders, haemostasis is can reduce pain and the risk of arthritis
maintained for at least 24 h/’ and permanent disability*
—Key NS et al, 1998

O NovoSeven®
Coagulation Factor Vila
novo nordisk” (Recombinant) TabZ

The recombinant clamp ARCH




Prekiems from\Warming
Letters

» Complete omission of risk from the body of
the item, including for products with black
box warnings

> False or misleading safety claims

A Claims regarding the reduction in frequency or
severity of adverse events or clinical symptoms in
the absence of substantial evidence

A False information on approved indications and
limitations of other marketed products

A Claims of “unsurpassed...safety”




[Description of Preniems

» Unsubstantiated effectiveness claims
A Promotion of broader indication than approved

A Lack of definition of terminology, e.g., “fast
hemostasis,” when such terms are directly
relevant to the approved indication for use

» Failure to submit advertising and
promotional materials to CBER at the time
of dissemination




Convention Panels

» Important points to consider when
developing/approving convention panels:

U Fair Balance risk information should be
included in the body of the convention panel

d It is not sufficient to simply post the Pl next to
the panel.




Corrective Actions

> Warning letters — firms requested to develop a
plan of action to distribute corrective information
to audience that received violative information

> Examples:

d Conferences — send letters to all conference
attendees

A Journals — send letters to all subscribers or publish
a corrective ad in journal(s)
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APLB Priorities

> Fill vacant staff position

» Vigorous enforcement action

» Guidance development

> Work interactively with industry

> APLB Contact Info
= Phone: 301-827-3028: Fax: 301-827-3528
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